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70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 
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I 




Basis of the report 
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Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 


IV 
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Lack of unity of invention 
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Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 
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Certain defects in the international application 
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Form PCT/IPEA/409 (cover sheet) (July 1998) 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 

PCT/JP2003/0 14243 



I. Basis of the report 



1. With regard to the elements of the international application:* 
the international application as originally filed 
the description: 

pages 

pages 

pages 



□ 



, as originally filed 
, filed with the demand 



, filed with the letter of 



□ 



the claims: 

pages 

pages 

pages 

pages 



, as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 



filed with the letter of 



□ 



the drawings: 

pages 

pages 

pages 



, as originally filed 
, filed with the demand 



filed with the letter of 



| 1 the sequence listing part of the description: 

pages 

pages 

pages 



, as originally filed 

filed with the demand 



mi filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

I I the language of a translation furnished for the purposes of international search (under Rule 23 . 1 (b)). 
I I the language of publication of the international application (under Rule 48.3(b)). 

I | the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

1 [ contained in the international application in written form. 

I I filed together with the international application in computer readable form. 

I I furnished subsequently to this Authority in written form. 

I I furnished subsequently to this Authority in computer readable form. 

I I The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



4. 



□ 
□ 



The amendments have resulted in the cancellation of: 

□ 

the description, pages 

the claims, Nos. , 

I I the drawings, sheets/fig 



I — I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
5 ' 1 — I beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70.17). 

** Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. Statement 

Novelty (N) 

Inventive step (IS) 
Industrial applicability (IA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



1-5 



1-5 



1-5 



YES 
NO 
YES 
NO 

YES 
NO 



Citations and explanations 

Document 1: Shimon EFRAT et al . , 



A Cell replacement therapy 
" Trends in Molecular 



Document 2 



Document 3 



Document 4 



Document 5 : 



Document 6 : 



for type 1 diabetes,. 
Medicine, 2002, Vol. 8, No. 7, pages 334 to 339 
Patrick SALMON et al., "Reversible 
immortalization of human primary cells by 
lentivector-mediated transfer of specific 
genes/' Molecular Therapy, 2000, Vol. 2, No. 4, 
pages 4 04 to 414 

Jiyue ZHU et al., "Telomerase extends the 
lifespan of virus-transformed human cells 
without net telomere lengthening," Proc. Natl. 
Acad. Sci., 1999, Vol. 96, pages 3723 to 3728 
Michael J. O ' HARE et al., "Conditional 
immortalization of freshly isolated human 
mammary fibroblasts and endothelial cells," 
Proc. Natl. Acad. Sci., 2001, Vol. 98, pages 
646 to 651 

Barry R. DAVIES et al., "immortalization of 
human ovarian surface epithelium with 
telomerase and temperature -sensitive SV40 large 
T antigen," Experimental Cell Research, 2003, 
Vol. 288, pages 390 to 402 

Y. KUDO et al., "Establishment of human 
cementifying fibroma cell lines by transfection 
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with temperature- sensitive simian virus-40 T- 
antigen gene and hTERT gene/' Bone, 2002, Vol. 
30, pp. 712 to 717 

The inventions set forth in claims 1 to 5 do not 
involve an inventive step in the light of documents 1 to 5, 
which are cited in the international search report, and 
newly cited document 6 . 

Documents 1 and 2 is considered to indicate that it is 
possible to reversibly immortalize a human pancreatic islet 
cell by using a SV40T gene or another gene that has been 
interposed between a pair of LoxP sequences. In addition, 
documents 3 to 6 can be considered to indicate that it is 
possible to immortalize various types of cells by 
simultaneously transforming the SV4 0T gene and the hTERT 
gene . 

Therefore, in the light of the disclosures in 
documents 1 to 6 it would have been easy for a person 
skilled in the art to conceive of attempting to acquire 
reversibly immortalized human pancreatic islet cell lines by 
using a hTERT gene and a SV40T gene that have both been 
interposed between a pair of LoxP sequences. At that time, a 
person skilled in the art could have eliminated the hTERT 
gene and the SV40T gene from said reversibly immortalized 
human pancreatic islet cell lines, could have attempted to 
produce therapeutic agents against diabetes by means of the 
reversibly immortalized hmrasr-pancreatic islet cell lines 
from which said hTERT gene and said SV40T gene have been 
eliminated, and could have produced insulin by means of said 
reversibly immortalized human pancreatic islet cell lines, 
as appropriate . 

In addition, the inventions set forth in claims 1 to 5 
of the present application cannot be considered to exhibit a 
significant effect as a result of the configurations in 
question. 
Form PCT/IPEA/409 (BoxV) (January 1994) 



